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(57) Abstract: Novel substituted carboxylic acid derivatives which bind to human peroxisome prol iterator-activated receptor a 
( PPARa) as a ligand thereof and activate the same to thereby exert a lipid- lowering effect, an arteriosclerosis-preventing eff ect, an 
anti-obesity effect, a hypoglycemic effect, etc.; and a process for producing the same. Namely, substituted carboxylic acid derivatives 
represented by the following general formula (1 ) and pharmaceutical^ acceptable salts and hydrates of the same: and a process for 
producing these compounds: (I) wherein R 1 , R 3 and R 5 represent each hydrogen or lower alky I; R 2 represents hydrogen or lower 
alkoxy: R 4 represents hydrogen, trilluoromethyl, lower alkoxy, halogeno, optionally substituted phenoxy or benzyloxy; n is an inte- 
ger of from 0 to 3: and the carboxylatc substituent is located at the p-position concerning R 2 or at the p-position concerning (CH 2 ) n . 
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Tjun'ymmm.T 2-[(3-t ^ ;-4-t h ^-^y 31 9-)v]mm 

yt\Z. 4-( h 'J 7jl/^D^f ^)7x-;K V ^>T± — h (0.133mL, 0. 
912mmol)§iOX-^^^^a bfeo Mffi T £ ^ ffe 363mg(10 

mmfi-mm m/z 438(m + ). 

'H-NMR (400MHz, CDC1 3 ) d0.92 (3H, t, J = 7.8 Hz), 1.19 (3H, 
t, J = 7.3 Hz), 1.52-1.72 (2H, m), 2.56-2.63 (1H, m), 2. 

73 (1H, dd, J = 13.7, 6.3 Hz), 2.87 (1H, dd, J= 13.7, 8.8 

Hz), 3.82 (3H, s), 4.03-4.14 (2H, m), 6.76 (1H, d, J = 8.3 
Hz), 6.83 (1H, dd, J= 8.3, 2.0 Hz), 6.99 (2H, br s), 7.20 

(2H, d, J= 8.3 Hz), 7.59 (2H, d, J = 8.3 Hz), 7.85 (1H, d, 
J = 2.0 Hz). 
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2-[[3-[3-[4-( h y 7;^d^? ;i/)7x^;i/]-)u^f M-4-p< h^> 

y x. — ;i/]@§l£^^;i/(464mg, 0.815mmol)£^^ J — )]/ 7mL 

bs lmol/L TKK^fb^- h U tf A 4mL £flnx. 50°CT* 17.5 mmiN 

matted tt3fpA**-e«5»««i*«K^ b u tf i±x«i&m i^mm u 

Mkj& 193- 194°C; fC*##fliS m/z 410(M + ); 

7tm^mm(%) c 20 h 21 f 3 n 2 o 4 (410.39): 
mnm c, 58.53; h, 5.16; n, 6.83. 

mwm C, 58.65; H, 5.21; N, 6.85. 

1H-NMR (400MHz, DMS0-d 6 ) £0.87 (3H, t, J = 7.3 Hz), 1.46-1. 
55 (2H, m), 2.37-2.44 (1H, m), 2.60 (1H, dd, J = 13.2, 6. 
8 Hz), 2.75 (1H, dd, J= 13.2, 8.3 Hz), 3.85 (3H, s), 6.78 
(1H, dd, J= 8.3, 2.0 Hz), 6.92 (1H, d, J = 8.3 Hz), 7.63 
(2H, d, J = 9.3 Hz), 7.66 (2H, d, J = 9.3 Hz), 8.01 (1H, d, 
J= 2.0 Hz), 8.29 (1H, s), 9.70 (1H, s), 12.07 (1H, br s). 
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20 C 2 H 5 


OCH 3 


4-OCH 3 


373rM+Hl +a> 
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3 OCH ; 


, 4-OPh 
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C 24 H 24 N 2 0 6 
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CH 3 

^;i/(400mg, 1.36mmolK 2 , 4-( ^ 7 )V * D 7 x - )[/ ) -f V is T ± — 
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bfco^Ch'J^ (2-T ^yx^;i/)7 5>5j1'J'?-;i'i'>h' (500mg, 
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l:lv/v){CT)W^ U^480mg(72%)CD^^bl§r^£ ji&^#tt> h btff 
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^-NMR (400MHz, CDC1 3 ) (5 0.87-0.93 (6H, m), 1.52-1.66 
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m # x. m sr («i'J26) 
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r -n 7 8 3 Hz), 3.34 (2H, dd, J 
6.3 Hz), 2.89 (lHj dd, J -13.7. • 8.3 H >. h 

=8 .8, 6.3Hz), 3.58 (3H, s), 3.87 (3H , »). 4 
6 .84 (2H, d. J- 8.8 Hz), 7.02 (IB. d / - 2.0 Hz), 7. 
(2H, dd, J - 8.3, 2.4 Hz), 7.98-8.04 (1H. ■ 
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